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LAvi Ashkenazi, Ph.D. declare and say as follows: - 

i: I am Director and Staff Scientist at the Molecular Oncology Department of 
Genentech, Inc., South San Francisco, CA 94080. 

2. ^medGene^^ 

.. . investigated a variety of ^ular signal transduction mechamsms^ 
developed technologies to modulate such mechanisms as ameans of therapeutic intervention in 
cancer and autoimmune disease. I am currently involved in the investigation of a series of ■ 
secreted proteins over-expressed in tumors, with the aim to identify useful targets for the 
development of therapeutic antibodies for cancer treatment 

3. Mysciehtific Curriculum Vitae, including my list ofpublications, is attached to 
and forms part of this Declaration (Exhibit A). 

4. Gene amplification is a process in which chromosomes undergo changes to 
contain multiple copies of certain genes that normally exist as a single copy, and is an important 
factorage pathophysiology of cancer. AmpHfication of certain genes (e. g .,Myc orHer2/Neu) 



gives cancer cells a growth or survival advantage relative to normal cells, and might also provide 
a Mechanism of tumor cell resistance to chemotherapy or radiotherapy. 

5. If gene amphficaton results in over-expression ofthemRNA and the . 
corresponding gene product, then it identifies that gene product as a promising target for cancer 
therapy, for example by the therapeutic antibody approach. Even in the absence of over- . 
expression of the gene product, amplification of a cancer marker gene - as detected, for example, 
by the reverse transcriptase TaqMan® PCR or the fluorescence f« ^ hybridization (FISH) 
assays -is useful in the diagnosis or classification of cancer, or in predicting or momtoring the 
efficacy of cancer therapy. An increasein gene copy number can result not only from 
intrachromosomal changes but also from chromosomal aheuploidy. It is important to understand 
that detection of gene amplification can be used for cancer diagnosis even if the determination 
includes measurement of chromosomal aneuploidy. Indeed, as long as ^significant difference 
relative to normal tissue is. detected, it is irrelevant if the signal originates from an increase in the 
number of gene copies per chromosome and/or an.abnormal numberof chromosomes.. 

6. I understand that according to the Patent Office, absent data demonstrating that 
the increased copy number of a gene in certain types of cancer leads to increased expression of * 
its product, gene amplification data are insufficient to provide substantial utility or well 
established utility for the gene product (the encoded polypeptide), or an antibody specifically 
binding the encoded polypeptide. However, even when amplification of a cancer marker gene 
does not result in significant over-expression of the corresponding gene product, this very 
absence of gene product over-expression still provides ^igmficant information 
diagnosis and treatment. Thus, if. over-expression of the gene product does not parallel gene 
amphfication in certain tumor types but does so in others, then parallel monitoring of gene 
amplification and gene product over-expression enables more accurate tumor classification and 
hence.better determination of suitable therapy. In addition, absence of over-expression is orucial 
mformation for the practicing clinician. If a gene is amplified but the corresponding gene . 
product is not over-expressed, the clinician accordingly will decide not to treat a patient with 
agents that target that gene product. 
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Editorial: 

Editorial Board Member: Current Biology 
Associate Editor, Clinical Cancer Research. 
Associate Editor, Cancer Biology and Therapy. 
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activities of ovine prolactin and human growth hormone (hGH) by a novel form of 
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hormone receptors in lsfb2 lymphoma cells by cholera toxin. Biochemistry 
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expression of four human muscarinic acetylcholine receptors. EMBO J. 6, 3923- 
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9. Ashkenazi, A, Winslow, J., Peralta, E., Peterson, G., Schimerlik, M., Capon, D., 
and Ramachandran, J. AnM2 muscarinic receptor subtype coupled to both 
adenylyl cyclase and pfibsphoinositide turnover. Science 238, 672-675 (1987). 
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Inhibition of the proliferation of Nb2 lymphoma cells by femtomolar 
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concentrations of cholera toxin and partial reversal of the effect by 12-o- 
tetradecanoyl-phorbol-13-acetate. J. Cell. Biochem. 37, 1 19-129 (1988). 
Peralta, E. Ashkenazi, A., Winslow, J. Ramachandran, J., and Capon, D.. 
Differential regulation of PI hydrolysis and adenylyl cyclase by muscarinic 
receptor subtypes. Nature 334, 434-437 (1988). 
Ashkenazi, A. Peralta, E., Winslow, J., Ramachandran, J., and Capon, D. 
Functionally distinct G proteins couple different receptors to PI hydrolysis in the 
same cell. Cell 56, 487-493 (1989). 
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acetylcholine receptor subtypes. Nature 340, 146-150 (1989). 
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Science 245, 743-745 (1989). • • 
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Ashkenazi, A., Smith, D., Marsters, S., Riddle, L„ Gregory, T., Ho, D., and 
Capon, D. Resistance of primary isolates of human immunodefficiency virus type 
1. to soluble CD4 is independent of CD4-rgpl20 binding affinity. ProcNatl. 
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Goeddel., D., Palladino, M., and Smith, D. Protection against endotoxic shock by 
a tumor necrosis factor receptor maa\moa^sm. Proc. Natl. Acad Sci USA 88 
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Identification of cysteine-rich domains of the type 1 tumor necrosis receptor 
involved in ligand binding. J. Biol Chem. 267, 5747-5750 (1992). 
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Conjugation of sCD4 without loss of biological activity, vja a novel carbohydrate- 
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Penica, D., Lam, V., Weber, R., Kohr, W., Basa, L., Spellman, M., AsMce^ 
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mediator, a novel member of the tumor necrosis factor receptor family activates 
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Ashkenazi, A., and Steeg, P.S. Radiation and the Apo2I/TRAIL apoptotic ' 
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Koe PP en,H,,A^ a ^A., and Ki m ,KJ. Isotype-dependent inhibition of 
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Spring Harbor Symposium on Quantitative Biology. Lin*263-272 (1988). 

2. Ashkenazi, A., Peralta, E., Winslow, J., Ramachandran, J., and Capon, D. 
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transduction and growth. Trends Pharmacol Scu Dec Supplement, 12-21 (1989). 
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. therapy, new developments. Int. J. Cancer Supplement 7, 69-72 (1992). 
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